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TT^P^ATION OF: ~ : EXAMINER: J. BROWN 

DOUGLAS J. M. ALLEN ET AL. : 

• SERIAL NO.: 07/449,961 « ART ^^J^W, 

PILED.: DECEMBER li» 1989 : S^SS^^S 

FOR! AZITHROMYCIN DIHYDRATE ■ ^ Stn ™"£^* 
SS^-^issioner ot *aUnla and Trademarks S^^j^^l . . 
SShington, D.C. 20231 ^TS^£«< d 

t, George A. Forcier, declare that: 

i. i received a Ph.D. degree in Analytical- Chemistry ... 
fro» the University of Massachusetts in 1966. 

2 i have been employed by Pfizer inc. the assignee of 
U, e above-identified application since 1966. My current 
position is that of Group. Director, Analytical Research and 
' Tevelopment Department, Part of my responsibility is the 
supervision and direction of analytical procedures performed 
on experimental pharmaceuticals, including azithromycxn. 
, 3. i am familiar vith the subject matter of the above. 

^ nt ; £ie \ a r fSr with the impact vbich the physical 
a „d chemical properties of experimental drugs have on the 
commercial potential of the product. . 

6. Hygroscopicity tests on azithromycin dxhydrate 
' (Type *A) and azithromycin "monohydrate- (Type- B> were 

ZoJd under my direction and supervision. Azxthr.omycin 
"monohydrate- is a crystalline solid that exists i as a non- 
stoichiometric hydrate because of its hygroscopic nature. 
Thedihydrate {Type.. A) is a discrete crystalline compound, 

6 Example 1, P. 7 of the above-identified application 
correctly describes the hygroscopic behavior of azithromycin 
dihydrate at relative humidity of 18%, 33%, 75% and 100%. 
J. experiment was done under my direction and ; 

7 . Preparation 1. p. 9 of the above-identlf led 
application correctly describes the hygroscopic behavior of 

PAGE 9/1 1 * RCVD AT 9/672005 5:25:25 PM [Eastern Daylight Time] * SVR:USPTO€FXRF-«26 * DN1S:2738300 * CSID:860 441 5221 * DURATKM) (mm-ss):02^2 



SEP 0G 2005 5:21 PM FR PFIZER PRTENT-LEGAL 441 5221 TO 9157127383004941 P. 10 

mmtm dco i r»vrui-r»wi-»- 



-2- 

..itnrcycin ^hydrate «t revive noniditles of 

,r»nd 1.0*. Tpis expert v.. don. under ay .direction . 

.M.^rv^; ■ e£ We , an4 Preparation * 

., 1* the fact that «ithr»*el» dihydrate wlntatn- the 
^ n ttrll nt Of in. dihydrate - --J. 

^td^crt.^ r« -irrjc^ 

the aonohydrate mere***** ..... e a + 

value of 2,6% to 6.6% at 75* relative humidity and 5.6*. at 

i:** relative humidity* . 

V A side by side test comparing the relative 
. JLoicity of azithromycin dihydrate and monohydrate was. 

sstL »y — - - 

Karate were compared with two. lots of dihydrate at vs* 
y for labours. The -nohydratevasfPund 
r t o g X about sL ti,es more water than the dihydrate as 
shown in the table below.. 




HYGROSCOPIC!** OP AZITHROMYCIN 
AT 75* RELATIVE HUMIDITY 
Weight Gain (* 




and closed. 

,0. ' Lack of hyoroacopicity is an important advantage in 
. p^aceutical product. H, 9 rc.eopic erithronycin , 

adhesiveness to equipment surfaces. 



PAGE 10/1 1* RCVD AT 9/^2005 5:25:25 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF*26 * DNIS:2r38300 * CSID:860 441 5221 * DURATION (mm-ss):02-32 



SEP 06 2005 5:22 PM FR PFIZER PATENT-LEGAL 441 5221 TO 9157127383004941 P. 11 

V 

~~ BEST AVAJLABLt KAJri 



-3- 



vater content changes during processing and . storage at 
anient conditions. Accretion of even small amounts of water 
often makes formulation difficult or iftpossible because of 
the se poor handling properties, and an inability to place a 
constant amount of active ingredient in each tablet or 

CaPSU U, The lack of hygroscopicity. of asithro^ycin 

dihydrate was an important consideration in selecting this 

materiel for commercialisation. 

12 i further declare that all statements made herein 
. of my own knowledge are true and that all -statements made on 
information and belief are believed to be true; and further 

'turnt these statements were made with the knowledge that 
willful false statements and the like so made are punishable 
bv fine or imprisonment, or both, under Section 100J. of Title 
18 of the United States code and that such willful false, 
statements may jeopardize the validity of the application or 
any -patent issuing thereon* 



t 4fcJ<'-n /ft* _JQ r- 

Date: -^-y George A. Forcier 




PAGE 1 1/11 * RCVD AT 9/6V2005 5:25:25 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-6/26 * DNIS:2738300 * CSID:860 441 5221 « DURATION (mm-ss):02-32 ^ F 



. 1 1 ** 



